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Description 

BACKGROUND OF THE INVENTION 

5 This invention relates to cosmetic and/or pharmaceutical arts. More specifically, the invention relates to a compo- 
sition containing as an active ingredient an extract of a plant belonging to the family Labiatae. for enhancing hyaluronic 
acid productivity In a mammal, particularly tissue or cell of a human. The invention also relates to a composition for top- 
ical application to mammalian skin containing as an active ingredient an extract which is an extract of a plant belonging 
to the family Labiatae and first used for such a composition. 

10 As substances having an activity to accelerate the synthesis or production of hyaluronic add in certain cell culture 
tests on mammals, there have been known an extract of Ul^a pertusa. a marine plant generally classified as a lower 
plant (Japanese Laid-open Patent Publication No. 9422/1994). extracts of other marine plants, for example, plants 
belonging to the family Ulvaceae. Gracilaria or Gelidium (Japanese Laid-open Patent Publication No. 101871/1995). 
Furtiier, it is suggested tiiat, due to tiie hyaluronic acid synthesis acceleration activity, these extracts bring about the 

IS activation of dermal cells, etc. 

The existence of some relation between such hyaluronic acid synthesis acceleration ability and the activation of 
dermal cells may be accepted from the following actual situation or findings. Namely, hyaluronic acid are widely distrib- 
uted in living bodies, e.g. in skin, articular liquid, corpus vrtreum. ligamenta. etc.. and, for example in skin, plays impor- 
tant roles such as the adhesion of the cells, tiie protection of the ceils, the formation of dermal tissues, the retention of 

20 histionic water and the maintenance of flexibility. Further, in degenerative joint disease and rheumatism, hyaluronic acid 
generally lowers and tiierefore injections containing hyaluronic acid itself as an active ingredient are used, and in oper- 
ations of cataracta, hyaluronic acid is used as an auxiliary for the retention of aqueous chambers. 

On the other hand, symptoms of dermal aging, there can be mentioned lowering of wetness" and "lowering of 
tenseness**, and occurrence of "wrinkles". Ilabbiness" and the like following ttiem. Causes of tiiese phenomena have 

25 not yet been solved completely, but as reported in Biochemica Biophysica Acta. 279: 265 (1 972); Japanese Journal of 
Society for Cosmetic Chemists. 15: 77 (1981); Cell Structure and Function. 9: 357 (1984); Carbohydrate Research. 
159: 127 (1987), etc. , it is considered tiiat dermal functions are influenced by the lowering of water content of tiie sWn 
partiy due to ttie decrease of hyaluronic acid production by dermal cells in proportion to aging. 

When such actual situation or findings are taken into consideration, even if application to skin is a main object, it is 

30 desired to provide substances which are high in safety, and act directiy on dermal cells and accelerate tiie production 
of hyaluronic acid in the dermal tissue more strongly Thus, the object of tiie invention lies in providing substances which 
are superior to usual plant extracts in activity to enhance hyaluronic acid productivity in tisse or cells including human 
skin, and use tiiereof. 

35 SUMMARY OF THE INVENTION 

The present inventors have, for example, fixed their eyes on various culture cells derived from skin, and have made 
sequential researches into culture conditions therefor, and actions of various compounds or substances or composi- 
tions on qualitative or quantitative changes of various glycosaminoglycans Including hyaluronic acid over the lapse of 
40 time. As a result, they found that extracts derived from plants belonging to the family Labiatae signrf icantiy enhance 
hyaluronic add productivity in tiie cells or tissue. 

Thus according to the invention, there is provided a composition for enhancing hyaluronic acid productivity in tissue 
or a cell in a mammal, which contains as an active ingredient an extract of any plant belonging to the family Labiatae. 
especially at least one plant selected from tiie group consisting of plants belonging to the genus Isodon. the genus Orb 
45 ganum. the genus Mentha, tiie genus Ajuga. the genus Leonurus. the genus Perilla . the genus Prunella, the genus 
Schizonepeta> tiie genus RosmariPUS. the genus Scutellaria, tiie genus Lavandula, the genus Odmum. the genus Ib^ 
trm. and tiie genus Salvia among the family Lal2iata£. 

In order to attain the object of tiie invention, the composition comprises tiie plant extract in an amount enough to 
accelerate the production of hyaluronic acid in a cell or tissue of a mammal, and cosmetically or pharmaceutically 
so acceptable earners, diluents or auxiliaries. 

Furtiier, according to the invention, there is also provided a method for enhancing hyaluronic acid productivity In a 
cell of tissue of a mammal, which comprises percutaneously administering the composition. 

Furtiier, there Is also provided use of tiie plant extract for preparing a composition for enhancing hyaluronic ackJ 
productivity in tissue or a cell in a mammal. 
55 Furtiier, there is also provided a process for preparing a composition tor enhancing hyaluronic acid productivity in 
tissue or a celt in a mammal, which comprises mixing ttie plant extract homogeneously with cosmetically or pharma- 
ceutically acceptable carriers, diluents or auxiliaries. 

Under the consideration of the above-mentioned actual situations of use and findings on hyaluronic acid, the com- 
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position for enhancing hyaluronic add productivity according to the invention can be used in such a form that it Is made 
to be contained in articular liquors, etc. of as wide as mammals, but especially, it can preferably be used for enhancing 
hyaluronic acid productivity in human epidermic cells or tissues composed of the cells. 

Incidentally, among the above plant extracts, an extract of at least one plant selected from the group consisting of 

5 Mentha viridis L and Mentha suaveolens belonging to the genus Mentha. Ajuoa reotans belonging to the genus Ajuaa. 
Leonurus macranthus Maxim, belonging to the genus Leonurus. and Perilla frutescens Britton var. iaoonica Hara and 
PgrlljS frutescens Britton var. citrlodora Ohwi belonging to the genus Perilla. of course, shows an activity to enhance the 
productivity significantly, but the use of such a plant extract for a composition for topical application to mammalian skin 
has not yet been known. Thus according to the invention, there Is also provided a novel composition for topical applica- 

10 tion to mammalian skin which contains an extract of a plant belonging to such a specific species, but is not limited to an 
activity to enhance the productivity. 

DETAILED DESCRIPTION OF THE INVEiSTTION 

IS As specific examples of plants belonging to the specific genera of the family " Labiatae ". there can be mentioned 
the following plants and plant bodies, respectively 

As plants belonging to the genus Isodon. there can be used the whole heit of Isodon iaoonicus Hara. the part on 
the ground of isodon trichocarous Kudo. etc. As plants belonging to the genus Origanum, there can be used the whole 
herb ofOriaanum maiorana L. etc. As plants belonging to the genus Mentha, there can be used the whole heit) of Men- 



20 tba Piperita L, the whole herb of Mentha viridis L, the whole herb of Mentha suaveolens. etc. 

As plants belonging to the genus Ajuoa . there can be used the whole herb of Aluoa decumbens Thunb.. the whole 

herb of Ajuqa reptang. etc. As plants belonging to the genus Leonurus. there can be used the whole herb and the seed 

of Leonurus sibiricus Linne. the whole herb of Leonurus macranthus Maxim, etc. As plants belonging to the genus EfiC: 
there can be used the whole herb and the seed of Perilla frutescens Britton var. acuta Kudo, the whole herb and the 
25 seed of Perilla frutescens Britton var. acuta Kudo forma viridis Makino, the whole herb and the seed of Perilla frutescens 

Britton var. crisps Decne. the whole herb of Perilla frutescens Britton var. iaoonica Hara. the leaves and stems Perilla 

frutescens Britton var. citriodora Ohwi, etc. 

As plants belonging to the genus Prunella, there can be used the spikes of Prunella vulg aris L var. lilacina Nakai, 

etc. As plants belonging to the genus Schizonepeta . there can be used the whole herb of Schizonepeta tenuifolia Bri- 
30 quet, etc. As plants belonging to the genus Rosmarinus, there can be used the whole herb of Rosmarinus officinalis 

Unne, etc. As plants belonging to the genus Scutellaria, there can be used the roots of Scutellaria baicalensis Georgi, 

the whole herb of Scutellaria indica L. etc. 

As plants belonging to the genus Lavandula, there can be used the whole herb of Lavandula anaustifolia Moench.. 

etc. As plants belonging to the genus Odmum. there can be used the leaves and stems of Odmum baslllicum L, and 
35 the whole herb of Ocimum scanctum. etc. As plants belonging to genus Thymus, there can be used the whole herb of 

Thymus vulgaris L., the whole herb of Thvmus auinouecostatus Celak., etc. As plants belonging to the genus Salvia. 

there can be used the leaves and stems of Salvia officinalis L.. the roots of Salvia miltiorrhiza Bunge, etc. 

When an extract according to the invention Is prepared, the plant body can be in an undried state, but It is preferred 

in view of extraction efficiency to use it tor extraction after it was dried by a method such as air drying, drying with heat- 
40 ing or freeze drying. TTiere is no limitation in methods for extracting the substances of the Invention, usual extraction 

methods can be adopted, and such methods can be carried out using water, aqueous hydrophilic organic solvents. 

organic solvents, etc. which are used in the preparation of plant extracts known per se. 

The amount of a plant extract according to the Invention is namely the amount enough to accelerate the production 

of hyaluronic acid in a cell or tissue of a mammal, 0.0001 to 20 % by weight, preferably 0.005 to 5 % by weight as dried 
45 matter based on the whole weight of the composition. When the amount is under 0.0001 % by weight, the effects of the 

Invention cannot be obtained sufficiently, and when it is above 20 % by weight, it is not suitable for formulation. When 

an extract solution Is blended, the amount to be used is 0.004 to 1 00 % by volume, preferably 0.2 to 1 00 % by volume. 

When the amount is under 0.004 % by volume, the effects of the invention cannot be exhibited sufficiently. Doses nec- 
essary for accelerating the production of hyaluronic add are described later. 
50 Said amount can be composed of at least one of the above extracts, namely one of the plant extracts, or plant 

extracts derived from two or more of species of the same genus or two or more extracts derived from plants belonging 

to different genera. 

The composition for enhancing hyaluronic acid productivity and the composition for topical application to mamma- 
lian skin of the invention can contain, besides the above extract as an active ingredient, various cosmetically or phar- 
55 maceutically acceptable carriers, diluents or auxiliaries, or other active compounds, respectively alone or In 
combination, within such a range that the efficacy of the active ingredient Is not badly Influenced. When, for example, a 
composition for topical application to skin or external composition for skin is meant to be prepared, as such additives 
used as carriers, diluents or auxiliaries, there can be mentioned components usually used for external corrpositions for 
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skin, for example surfactants, oils, alcohols, humectants, vitamins, thickeners, antiseptics, antioxidants, chelating 
agents, pH*acljusting agents, perfumes, colorants, ultraviolet absorbers, ultraviolet-scattering agents, amino acids, skin 
function accelerators, hormones, skin activators, water, etc. 

Specifically, there can be mentioned surfactants such as nonionic surfactants, anionic surfactants and cationic sur- 

5 factants. hydrocarbons such as solid or liquid paraffins, crystal oils, ceresine. ozocerite and montan wax, vegetable or 
animal fats and oils and waxes such as silicone oils, olive oil, earth wax. carnaut)a wax and lanolin, fatty acids or their 
esters such as stearic acid, palmitic add. oleic acid, glycerol monostearate. glycerol monooleate, isopropyl myristate 
and isopropyl stearate, esters between branched fatty acids and monohydric or poiyhydric alcohols, alcohols such as 
ethyl alcohol, isopropyl alcohol, cetyl alcohol and palmityl alcohol, polyaloohols such as glycol, glycerol and sorbitol, or 

10 their esters, etc. 

Further, there can also be mentioned amino adds such as arginine, serine and metiiionine, vitamins such as vita- 
min A acid, vitamin Be. ascorbic acid and its derivatives, vitamin D and its derivatives, vitamin E and its derivatives, and 
biotin, polysaccharides, cholesterols, pantotiienic add and its derivatives, glycyrrhizin and its derivatives, glycyntielinic 
acid and its derivatives, nicotinic esters such as benzyl nicotinate, antiseptics such as ethylparaben and butylparaben, 

75 antioxidants such as butylhydroxytoluene and propyl gallate, skin whitening agents such as arbutin and kojic acid, skin 
function enhancers such as placenta extract and cepharanthine, female hormones such as estradiol, retinol, atphahy- 
droxylic add and its alkyi esters, etc. 

The composition for enhancing hyaluronic acid productivity according to the invention has an excellent jn yjvQ 
hyaluronic acid productivity enhancement action and has great safety, and tiius it can be used for various uses such as 

20 the above-mentioned medicaments or quasi-drugs, or cosmetics. As the forms or states thereof in use as an external 
composition for skin, any forms or states can be utilized so long as they are forms or states capable of being applied to 
integumentum commune, such as liquids, emulsions, creams, ointments, sticks, packs, pastes and powders. The exter- 
nal composition for skin of the invention is fit for an administration method through percutaneous administration wherein 
it is applied onto, stuck on or sprayed on skin (particularly human skin). 

25 The dose of tiie composition for enhancing hyaluronic acid productivity of the invention cannot definitely be pre- 
scribed because It varies depending on age, difference between individuals, the conditions of diseases, etc. . but in gen- 
eral, its dose in tiie case where it is administered to humans is 0.01 to 100 mg, preferably 0.1 to 50 mg per kg of weight 
per day, and the dose can be administered once a day or in divided two to four times a day. 

By such administration, the production of hyaluronic add In a cell or tissue of a mammal, especially a human can 

30 be accelerated. Thus, for example, the lowering of dermal functions caused by dermal aging can be prevented. 

The preparation process of the substances of the invention and ttieir hyaluronic acid productivity enhancement 
activities are more specifically described below according to examples, but tfie invention should not be limited tiiereby 

(Prearation process) 

35 

As for a general preparation process of a plant extract used in the invention, it can be obtained by extracting ttie 
plant body with water, or aqueous alcohols containing lower alcohols such as metiianol, ettianol and isopropanol, or 
aqueous alcohols containing poiyhydric alcohols such as propylene glycol and 1 .3-butylene glycol, or acetone, methyl 
ethyl ketone, acetonitrile, dimeUv' sulfoxide, hydrocarbons such as hexane. chlorinated carbons such as chloroform, 
40 etc.. for example of 0 to lOO^'C. The ratio between water and the alcohol in the aqueous alcohol is preferably 1 :99 to 
100:0, more preferably 10:90 to 100:0 as a volume ratio of the alcohol : water. 

Preparation example 1 

45 One liter of 50 % aqueous ethanol solution was added to 1 00 g of the dried whole herb of Isodon iaponicus Hara. 
the mixture was ref luxed for extraction on a water batfi of 80°C for 4 hours, and the extraction f ilti-ate was concentrated 
and dried to give 18.7 g of an exti'act of Isodon japonicus Hara. In the same manner as above, extracts were obtained 
as filtrates, concentrated solutions or dry powders, at yiekJs shown In Table I, using extraction solvents and plants 
shown In Table I. 

50 
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Table I 



5 


Prepa- 
ration Plant body 
example 




Extraotion solvent 


Yield 

((0 




2 






50 % aqueous ethanol solution 


23.8 


10 


3 


Hentha Dioerita L. 




50 % aqueous ethanol solution 


22.9 


4 


Mentha viridis L. 




SO % aqueous ethanol solution 


24.1 




5 


IHentha euaveolens 




SO % aqueous ethanol solution 


16.4 




6 


Ajjia decimbana Thunb. 




50 % aqueous ethanol solution 


18.3 


IS 


7 


Alum rwtans 




50 % aqueous ethanol solution 


20.6 




8 


Leonurus sibiricus Linne 




30 % aqueous ethanol solution 


17.2 




9 


Leonurus macranthus yaxtm. 




50 % aqueous ethanol solution 


20.3 




10 


Per i II a f r ute^na Br i tton 


var. 


acuta Kudo 




20 








35 % aqueous ethanol solution 


19.2 




11 


Peril la fruteacena Br i tton 


var. 


acuta Kudo forma viridis Hakino 
35 % aqueous ethanol solution 


18.7 




12 


Peri lla frirt^^p^ns Br i tton var. 


crisoa Oecne 




2S 








35 % aqueous ethanol solution 


17.9 




13 


Per ill a fruteacena Br i tton 


var. 


laoonica Kara 
70 X aqueous ethanol solution 


25.5 




14 


Peri 11^ frMt^^c^n^ Br i tton 


var. 


9itripd!0!ra Ohwi*^^ 




30 








70 % aqueous ethanol solution 


22.1 




IS 


Prunella vyig^ri? L var. j 







35 



40 



45 



SO 



16 

17 
18 

19 
20 
21 
22 
23 



$9hia;ffrWPrt^ tenuffolia Briquet 
Roamarinu^ off icinal la Linne 



30 % aqueous butylene glyco 

solution 



(Solution) 



gplrtylUria baicalenala Georgi*^ 



50 % aqueous ethanol aolution 

45% aqueous butylene glycol 
solution 



50 % aqueoua ethanol solution 
ItWfffKtHia angusti folia Moench. 50 X 
OciiBum basin icum L.*^^ 

acanctum 50 X aqueous ethanol aolution 



aqueous ethanol solution 
50 X aqueous ethanol solution 



ThvHiua vulgar ia L. 
SfiMfi officinal ia L. 



•1) 



10 X aqueous ethanol solution 

45 X aqueous propylene glycol 
solution 



21.6 
(Solution) 



22.4 
20.9 
24.3 
20.5 
17.6 
(Solution) 



*1) : Leaves and stems 
Others are whole herbs 



*2) : Flower Spikes «3) : Roots 
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Hyaluronic Acid Production Acceleration Test 

Keratlnocytes derived from normal human skin (NHEK) were cultured in a serum-free medium. This cell is fre- 
quently used for examining the physiological activities of human epidermic keratinocytes, and fit for examining 
hyaluronic acid productivity. 5x10^ NHEK cells were sowed in each of wells each having a diameter of 15.6 mm (24* 
hole plates), and cultured at 37*C for 3 days using the serum-free medium. After 3 days culture, the medium was 
replaced by a serum-free medium containing 0 to 2 % an extract shown in Preparation examples, and culture was con- 
tinued. After 7 days culture, the culture supernatants were taken and assayed for hyaluronic acid concentrations, 
respectively. The test was carried out In triplicate, and average values were calculated. 

The hyaluronic add concentration of each of the culture broths was assayed according to a sandwich binding assay 
using a hyaluronic acid binding protein (HABP) (Rinsho Byori (Clinical Pathology). 3&:536, 1991 ; Biochemical Journal, 
203: 649-656. 1995; Ensho (Inflammation). 1S:97, 1996). The hyaluronic acid concentration in the culture broth of the 
control example not containing any test substance was assayed at the same time, and tiie hyaluronic acid concentration 
of the test example induced by the addition of a test substance was divided by the hyaluronic acid concentration of the 
control example to give hyaluronic acid productivity. 

Test example 1 

The hyaluronic acid concentrations of the serum-free culture broths containing 0 to 0. 1 % the Isodon iaoonicus 
Hara extract of Preparation example 1 were assayed, and each of the average values was divided by the average value 
of tiie hyaluronic acid concentrations of the serum-free culture broths not containing the Isodon iaponicus Hara extract 
(control example) to give hyaluronic acid production acceleration ability. The results are shown in the following Table II. 



Table (I 



Test substance 


Concentration in the cul- 
ture broth (w/v) 


Hyaluronic acid produc- 
tion acceleration ability 


Isodon iaoonicus Hara extract 


0 % (control example) 


1.0 




0.005% (50 Mg/ml) 


1.2 




0.01%(100|ig/ml) 


1.6 




0.025% (250 MgAnl) 


2.7 




0.05% (500 ^tg/ml) 


4.2 




0.1 %(1 mg/ml) 


3.5 



In tiie same manner as In Test example 1 , tiie hyaluronic acid production acceleration ability of the extract of each 
Preparation example was determined. The results are shown in Table III. 
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Table til 



Test 
example 



Test substance 



Concentration in Hyaluronic acid 
the culture broth production acceh 









(w/v) 


rat i on ab i 1 i ty 


10 


n 
c. 


Orisanum major ana L. extract 


0. 025 « 


2. 8 


Q 

o 


Mentha oiperita L. extract 


0. 025 % 


3.4 




A 
1 


Mentha viridis L. extraot 


0. 025 « 


4.5 




c 


Mentha suaveolena extraot 


0. 025 % 


2.9 


15 


D 


Aiuga decumbena Thunb. extract 


0. 025 % 


3.3 




7 


AiuRa reotans extract extract 


0.025 X 


2.9 




Q 
O 


Leonurus si hi ri cue Linne extract 


0.025 % 


2.4 




Q 


Leonurus macranthus Maxim, extract 


0. 025 % 


2. 1 


SO 


in 


Peril la frutescena Britten war. agHtfl f"A» «»+raft* 










0. 025 X 


3.4 




1 1 


Peri Ma fruteacens Britton war. aputa Kudo forma vjridia Makino extract 


2S 






0.025 % 


3.2 




Peri Ma frutescens Britton var eriapa IWn« nvi-rant 










0. 025 X 


2.8 




1o 


Peril la fruteacena Britton war. japanSoa Hara •irl-ra»+ 




30 






0.05 X 


2.7 




14 


Perilla fruteacens Britton var. citriodora Ohwi extraot 








0.05 X 


2.5 




15 


Prunella vulnaris L var. 1 i lacina Nakai 


i extract 




35 






1*:99 (v:v) 


1.8 




16 


Schizoneoeta tenui folia Briouet extraot 


0. 025 X 


3.1 




17 


Rosmarinus officinalis Linne extract 


t*:99 (v:v} 


2.4 


40 


18 


Scutellaria baicalensis Georgi extract 


0.025 X 


3.5 


19 


Lavandula anacustifol ia Moench. «Ar»tA 


0.05 X 


3.0 




20 


Ocimum basi M icum L. extract 


0.05 X 


2.8 




21 


Ooiumum seanotum extraot 


0.025 X 


2.3 


45 


22 


Thvmus vulnris L extract 


0.05 X 


2.8 




23 


Salvia officinal ia L. extract 


1*:99 (v:v) 


4.2 


50 




The extract solution was applied as 


such 





As understood from the foregoing, the plant extracts according to the Invention have excellent hyaluronic acid pro- 
duction acceleration ability or hyaluronic acid productivity enhancement effect in human keratinocytes. Further, these 
55 plant extracts did not give any damage to the cells in these test examples, and thus also had extremely high safety. 

There are mentioned below exanrples of formulation in the case where the plant extracts according to the invention 
are used as external compositions for mammalian skin or composition for topical application to mammalian skin for 
enhancing hyaluronic acid productivity especially in epidemiic cells or tissues containing the cells. 
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Formulation axamnia 1 (Ointment) 



(1) 


Perilla frutescens Britton van japonica Hara extract (the one obtained In 
Preparation example 13) 


1.0% 


(2) 


Plastibase® SOW (Bristol Myers - Squib) 


99.0 




Total 


100.0% 


(1) was kneaded into (2) composed of liquid paraffin (95%) and polyethylene (S%), and the mixture was deaerated 
by reduced pressure to give an ointment. 



Formulation examola 2 (Cream) 

IS 





A. 


Cetanol 


4.0% 






Vaseline 


7.0 






Isopropyl myristate 


8.0 


20 




Squalane 


12.0 






Dimethylpolysiloxane 


3.0 






Glycerol monostearate 


2.2 


25 




POE(20)sorbrtan monostearate 


2.8 






Glycyrrhetinic add stearate 


0.02 






Ethylparaben 


0.1 


30 




Butylparaben 


0.1 


B. 


Aqueous phase 








Efidlia frutescens Britton van acuta Kudo extract (the one obtained in Preparation example 1 0) 


0.1 






1.3-Butylene glycol 


7.0 


35 




Phenoxyethanol 


0.2 






Ascorbic acid phosphate ester magnesium salt 


4.0 






Purified water 


Balance 






Total 


100.0% 


40 









The PsdM frutescens Britton van acuta Kudo extract was dissolved in 1 .3-butytene glycol under heating, phenox- 
yethanol and ascorbic acid phosphate ester magnesium salt were added, and the mixture was held at 70°C to give 
Phase B. Phase A as a solution by heating to 70*C was added to Phase B under stirring, homomixer treatment was 
45 cam'ed out to make the emulsified particles small, and the mixture was rapidly cooled under stimng to give a cream. 
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A 


isoaon lapomcus naiB BXiraci ^uib Oiib Ouiainoa in rrGparauon BXamplB 1) 


f\ CO/ 

0.5% 




Pthannl 
cuianui 


7.0 




PmlunvuofhwlAna /90\ olaul AlKar 
ruiyuxyoiiiyiorio Oio/i wmIST 


0.5 




Methylparabdn 


0.05 


B. 


Glycerol 


4.0 




1.3-Butylene glycol 


4.0 




Citric acid 


0.01 




Sodium citrate 


0.1 




Purified water 


Balance 




Total 


100.0% 



20 Phase A as a solution in ethanol was added to Phase B as a solution in purified water to sdubilize the former, and 
the solution was filtered to give a lotion. 

FQrmtilatiQn example 4 (Paste) 



Scutellaria baicalensis Georgi extract (the one obtained in Preparation e)ample 18) 


2.0% 


Zinc oxide 


30.0 


Starch 


30.0 


White petrolatum 


38.0 


Total 


100.0% 



Part of White petrolatum was melted on a water bath, the Scutellaria baicalensis Georgi extract was added, zinc 
oxide sieved and starch were kneaded there-into. the residual White petrolatum was added, and the mixture was suffi- 
ciently kneaded to give a homogeneous paste. 
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A. 


woiai lUi 


4.U7b 




\/9Colino 


T ft 
f .U 




lconmnk#l rmtridtot^ 
iSMJ|jiupji iiiyiioiara 


Ck ft 






iO ft 






o.u 






o o 




r wcycvyouiuncii 1 1 1 lUMUdicciiciw 


O fl 
£.0 




r^lvpvrrhptinip o/^iH etoarata 

V^l JV/N 1 lOUi III/ CI\/IU 9WCUGIW 


ft ftO 




Pthvl na rahan 


ft i 




Ri itwiriarahan 


ft <t 

0.1 


B. 


Aqueous phase 






Schizoneoeta tenuifolia Briquet extract (the one abtained in PrAparatinn ayampla 1f5) 


0.1 




1,3-Butylene glycol 


7.0 




Phenoxyethanol 


0.2 




Ascortic acid phosphate ester magnesium salt 


4.0 




Purified water 


Balance 




Total 


100.0% 



The Schizonepeta tenuifolia Briquet extract was dissolved in 1,3-butylene glycol under heating, phenoxyethanol 
and ascorbic add phosphate ester magnesium salt were added, and the mixture was held at TO^'C to give Phase B. 
Phase A as a solution by heating to 70*C was added to Phase B under stirring, homomixer treatment was carried out 
to make the emulsified particles small, and the mixture was rapidly cooled under stirring to give a cream. 
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Fbrmulationflxamplafi (Cream) 





A. 






5 




\/acAlinA 

VCtOCllllt? 








leonronk/l nmirietato 


o.U 






5snijalanA 




TO 




DimethvlQolv^loyand 

VII 1 Idl lj^l|tJV/l^9IIWAai l« 


o.U 






GIvcfirol monostearatd 


£.C 






POEf20)sorbitan monostearate 




IS 




GIvcvrrhfitinic acid stearate 


n n9 




Ethvloarahen 


U. 1 






Butvloaraben 


n 1 

U. 1 




B. 


Aaueous ohase 




20 




Mantha viridis L. aactract ftha ona ohtainad in Prenaratinn AvarvmlA A'\ 

iwiPimm viii^^^ff b« WVUGIwi lO Wllw WUICIII ICU III l^iO|JGllClllUli QMCIIIfJIO 'rf 


n 1 

U. 1 






Aiuqa reptans extract (the one ot>tained in Preparation exanrple 7) 


0.1 






Leonurus macranthus Maxim, extract (the one obtained in Preparation example 9) 


0.1 






1,3-Butylene glycol 


7.0 


25 




Phenoxyethanol 


0.2 






Ascorbic add phosphate ester magnesium salt 


4.0 






Purified water 


Balance 


30 




Total 


100.0% 



The Mentha viridis L extract, the Aiuca reptans extract and the Leonurus macranthus Maxim, extract were dis- 
solved in 1 ,3-butylene glycol under heating, phenoxyethanol and ascorbic acid phosphate ester magnesium salt were 
35 added, and the mixture was held at 70°C to give Phase B. Phase A as a solution by heating to lO^'C was added to 
Phase B under stin-ing, homomixer treatment was carried out to mate the emulsified particles small, and the mixture 
was rapidly cooled under stirring to give a cream. 
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A. 






5 




\/acolino 


f .U 








o.U 






QniiolfinA 

wl<f UCIICII lO 




10 




Dimsthvtnolvfiiloyanp 


4 n 
o.U 








9 9 






POE^20^fiOfbitan mono^tPAratfi 


9 ft 


15 




C^lvcvrrfiAtinic acid ^aaratfi 

\JUj\*Jt 1 1 lOUl llw dwivl DICCII Clio 


n no 




Pthi/lnarahon 


0.1 






ButvlDarahen 


n 1 




B. 






20 




Mentha suaveolens extract ftha one ohtainpri in Prpnaratirm eyamnlo ^\ 


n 1 
u.l 






Aiuaa decumbens Thunb. extract (the one obtained in Preparation example 6} 


0.1 






Perilia frutescens Britton var. cUdfidfim Ohwi extract (the one obtained in Preparation example 14) 


0.1 


25 




1.3*Butylene glycol 


7.0 




Phenoxyethanol 


0.2 






Ascorbic add phosphate ester magnesium salt 


4.0 






Purified water 


Balance 


30 




Total 


100.0% 



The Mentha suaveolens extract, the Aiuaa decumbens Thunb. extract and the Perilia frutescens Britton var. citrio- 
dora Ohwi extract were dissolved in 1,3-butylene glycol under heating, phenoxyethanol and ascorbic acid phosphate 
35 ester magnesium salt were added, and the mixture was held at 70»C to give Phase B. Phase A as a solution by heating 
to 70^*0 was added to Phase B under stin-ing. homomixer treatment was carried out to make the emulsified particles 
small, and the mixture was rapidly cooled under stirring to give a cream. 

Formulation example 8 (Lotion) 

40 



A. 


Origanum maiorana L. extract (the one obtained in Preparation example 2) 


0.5% 




Ethanot 


7.0 




Polyoxyethylene (20) oleyl ether 


0.5 




Methylparaben 


0.05 


B. 


Glycerol 


4.0 




1.3-Buty1ene glycol 


4.0 




Citric acid 


0.01 




Sodium citrate 


0.1 




Purified water 


Balance 




Total 


100.0% 



Phase A as a solution in ethanol was added to Phase B as a solution In purified water to solubilize the former, and 
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the solution was filtered to give a lotion. 
Formulation example 9 (Lotion) 

5 



A. 


Mentha piperita L. extract (the one obtained in Preparation exanple 3) 


O.S% 




Leonurus sibidfius LJnne extract (the one obtained in Preparation example 8) 


0,5 




Ethanol 


7.0 




Polyoxyethylene (20) oleyl ether 


0.5 




Methylparaben 


0.05 


B. 


Glycerol 


4.0 




1,3-Butylenene glycol 


4.0 




Citric acid 


0.01 




Sodium citrate 


0.1 




Purified water 


Balance 




Total 


100.0% 



Phase A as a solution in ethanol was added to Phase B as a solution In purified water to solubllize the former, and 
the solution was filtered to give a lotion. 

25 

Fprmulatign example 10 (Lotion) 





A. 


Perillafrutescens Britton var. aoiia Kudo forma viridis Makino extract (the one obtained in Prepa- 


0.5% 


30 




ration example 11) 








Perilla f mtescens Britton var. crispa Decne extract (the one obtained in Preparation example 12) 


0.5 






Ethanol 


7.0 


35 




Polyoxyethylene (20) oleyl ether 


0.5 




Methylparaben 


0.05 




B. 


Glycerol 


4.0 






1,3'Butylene glycol 


4.0 


40 




Citric add 


0.01 






Sodium dtrate 


0.1 






Purified water 


Balance 


45 




Total 


100.0% 



Phase A as a solution in ethanol was added to Phase B as a solution in purified water to solubiiize the former, and 
the solution was filtered to give a lotion. 

so 



55 
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Formulation e xamplB 11 (Cream) 



A. 


wOUtI iUI 


A AO/ 

4.0% 




\/aeplinA 


7.0 




Is^pfopyl FTiynststo 


o.O 




V7V|UCSICU lO 


44 A 

12.0 




Dimfithvloolvfiiloirand 


o.U 




GIvcfirol nrtonostaaratfi 


o o 




POE^20^sorfoitan monofitparate 


9 Q 




dvcvrrhAtinir flcid fit aa rat a 






EthvloarabAn 


lU. 1 




Butvloaraben 


n i 
U.I 


B. 


Aflufious Dhase 






Prunella vulparisL var. lilacina Nakai extract (the one obtained in Preparation example 15} 


0.1 




Rosmarinus officinalis Unne extract (the one obtained in Preparation example 17) 


0.2 




1 ,3-Butylene glycol 


7.0 




Phenoxyethanol 


0.2 




Ascorbic acid phosphate ester magnesium salt 


4.0 




Purified water 


Balance 




Total 


100.0% 



The Prunella vulgaris L. var. lilacina Nakai extract and the Rosmarinus officinalis Unne extract were dissolved in 
1,3-butylene glycol under heating, phenoxyethanol and ascorbic acid phosphate ester magnesium salt were added, 
and the mixture was held at 70''C to give Phase B. Phase A as a solution by heating to 70°C was added to Phase B 
under stin-ing, homomixer treatment was carried out to make the emulsified particles small, and the mixture was rapidly 
cooled under stining to give a cream. 



Formulation example 12 (Lotion) 



40 


A. 


lavandtila angustlfblla Moench. extract (the one obtained in Preparation example 19) 


0.5% 






Ocimum basillicum L. extract (the one obtained in Preparation example 20) 


0.5 






Ocimum scanctum extract (the one obtained in Preparation example 21) 


0.5 


4S 




Ethanol 


7.0 






Polyoxyethylene (20) oleyl ether 


0.5 






Methylparaben 


0.05 




B 


Glycerol 


4.0 


SO 




1 .3-Butylene glycol 


4.0 






Citric ackl 


0.01 






Sodium citrate 


0.1 


55 




Purified water 


Balance 






Total 


100.0% 



30 



35 
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Phase A as a solution in ethanol was added to Phase B as a solution in purified water to solubillze the former, and 
the solution was filtered to give a lotion. 

FormulatlQn e xample 13 (Lotion) 

5 



A. 


Thymus vulgaris L. extract (the one obtained in Preparation example 22) 


0.5% 




Ethanol 

U (CM 1 Wl 


r .U 




Polyoxyethylene (20) oleyl ether 


0.5 




Methylparaben 


0.05 


B. 


Glycerol 


4.0 




1.3-Butylene glycol 


4.0 




Citric acid 


0.01 




Sodium citrate 


0.1 




Purified water 


Balance 




Total 


100.0% 



Phase A as a solution in ethanol was added to Phase B as a solution in purified water to solukxiize the former, and 

the solution was filtered to give a lotion. 

25 

Formulation example 14 (Cream) 



A. 


Cetanol 


4.0% 




Vaseline 


7.0 




Isopropyl myristate 


8.0 




Squalane 


12.0 




Dimethylpolysiloxane 


3.0 




Glycerol monostearate 


2.2 




PGE(20)sorbitan monostearate 


2.8 




Glycyrrhetinic acid stearate 


0.02 




Ethylparaben 


0.1 




Butylparaben 


0.1 


B. 


Aqueous phase 






Salvia officinalis L extract (the one obtained in Preparation example 23) 


0.1 




1.3-Butylene glycol 


7.0 




Phenoxyethanol 


0.2 




Ascorbic acid phosphate ester magnesium salt 


4.0 




Purified water 


Balance 




Total 


100.0% 



The Salvia officinalis L. extract was dissolved In 1.3-butylene glycol under heating, phenoxyethanol and ascoitic 
acid phosphate ester magnesium salt were added, and the mixture was held at 70''C to give Phase B. Phase A as a 
solution by heating to 70*»C was added to Phase B under stirring, homomixer treatment was can-ied out to make the 
emulsified particles small, and the mixture was rapidly cooled under stirring to give a cream. 
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Claims 

1. A composition for enhancing hyaluronic acid productivity In a cell or tissue of a mammal, which comprises an 
extract of at least one plant belonging to the family Labiatae in an amount enough to accelerate the production of 
hyaluronic acid, and cosmetically or pharmaceutically acceptable can'iers. diluents or auxiliaries. 

2. The composition according to claim 1 wherein the plant belonging to the family Labiatae is at least one selected 
from the group consisting of plants belonging to the genus Isodon. the genus Origanum, the genus Mentha, the 
genus Ajuga. the genus Lgpngrpg, the genus Periila. the genus Prunella, the genus Schizonepeta. the genus Rqs: 
ffladOU& the genus Scutellaria, the genus Lavandula, the genus Ocimum. the genus Thymus and the genus Salvia . 

3. The composition according to claim 2 wherein the plants belonging to the genus Isodon are Isodon iaoonicus Hara 
and Isodon trichocarpus Kudo, the plant belonging to the genus Orioanum is Orioanum majorana L. the plants 
belonging to the genus MfiDllm are Msottia QiQfidta L, Mentha viridis L. and Mentha suaveolens. the plants belong- 
ing to the genus Ajuoa are Aiuqa decumbens Thunb. and Ajupa reptans. the plants belonging to the genus Leonu- 
OiS are Leonurus sibiricus Unne and Leonurus macranthus Maxim., the plants belonging to the genus Periila are 
Periila frutescens Britton var. acuta Kudo. Periila frutescens Britton var. acuta Kudo forma viridis Makino, Periil a 
frutescens Britton var. crispa Decne. Periila frutescens Britton var. japonica Hara and Periila frutescens Britton var. 
citriodora Ohwi. the plant belonging to the genus Prunella is Prunella vuloaris L. var. lilacina Nakai. the plant 
belonging to the genus Schizonepeta Is Schizonepeta tenuifolia Briquet, the plant belonging to the genus Rosmari- 
nu§ is Rosmarinus officinalis Linne, the plants belonging to the genus Scutellaria are Scutellaria baicalensis Georgi 
and Scutell aria indica L, the plant belonging to the genus Lavandula is Lavandula anqustifolia Moench., the plant 
belonging to the genus Ocimum Is Ocimum basllicum L and Ocimum scanctum. the plants belonging to the genus 
Thymus are Thymus vulgaris L. and Thymus ouinouecostatus Celak . and the plants belonging to the genus Salvia 
are Salvia officinalis L and Salvia miltion^hiza Bunge. 

4. The composition according to any of claims 1 to 3 wherein the cell or tissue of a mammal is human epidermic cell 
or human epldennis, respectively. 

5. A process for preparing a composition for enhancing hyaluronic acid productivity In a cell or tissue in a mammal, 
which comprises mixing an extract of at least one plant belonging to the family Labiatae in an amount enough to 
accelerate the production of hyaluronic acid, homogeneously with cosmetically or pharmaceutically acceptable car- 
riers, diluents or auxiliaries. 

6. Use of a plant extract for preparing a composition for enhancing hyaluronic acid productivity in a cell or tissue of a 
mammal, wherein the plant is at least one plant belonging to the family Labiatae . 

7. The use according to daim 6 wherein tiie plant belonging to the family Labiatae is at least one selected from tiie 
group consisting of plants belonging to ttie genus Isodon. the genus Orioanum. the genus Mentha, ttie genus 
^iiyga. tiie genus Leonurus. tiie genus Periila. ttie genus Prunella, ttie genus Schizonepeta. the genus Rosmarinus. 
tiie genus Scutellaria, the genus Lavandula, the genus Ocimum. ttie genus Thymus and tiie genus Salvia . 

8. The use according to claim 7 wherein the plants belonging to the genus Isodon are Isodon iaoonicus Hara and 
Isodon trichocarpus Kudo, the plant belonging to the genus Orioanum is Origanum majorana L, tiie plants belong- 
ing to the genus Mentha are Mentha oiperita L, Mentha viridis L and Mentha suaveolens. the plants belonging to 
the genus Ajuga are Ajuga decumbens Thunb. and Ajuga reptans. the plants belonging to the genus Leonurus are 
Leonurus sit2id£u& Unne and Leonurus macranthus Maxim., tiie plants belonging to the genus Periila are Periila 
frutescens Britton var. acuta Kudo. Periila frutescens Britton var. acuta Kudo forma viridis Makino, Periila frutescens 
Britton var. crispa Decne. Periila frutescens Britton var. |aponica Hara and Periila frutescens Britton var. citriodora 
Ohwi, the plant belonging to ttie genus Prunella is Prunella vulgaris L. var. lilacina Nakai, the plant belonging to the 
genus Schizonepeta is Schizonepeta tenuifolia Briquet, tfie plant belonging to ttie genus Rosmarinus is Rosmari- 
nus officinalis Linne, tiie plants belonging to tiie genus Scutellaria are Scutellaria baicalensis Georgi and Scutel- 
laria indica L. the plant belonging to ttie genus Lavandula is Lavandula anqustifolia Moench., ttie plant belonging 
to ttie genus Ocimum is Ocimum basllicum L. and Ocimum scanctum. the plants belonging to the genus Thymus 
are Jbymys yyigarig L and Thymus ouinQuecostatus Celak., and the plants belonging to the genus Salvia are 
Salvia officinalis L and Salvia miltionrhiza Bunge. 

9. The use according to any of claims 6 to 8 wherein the cell or tissue of a mammal is human epidennic cell or human 
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epidermis, respectively. 

10. A cosmetic or pharmaceutical composition for topical application to mammalian skin, wtiich comprises an extract 
of at least one plant belonging to the family Labiatae. selected from the group consisting of Mentha viridis L and 

s Mentha suaveolens belonging to the genus Mentha. Ajuqa reptans belonging to the genus Aiuaa. Leonurus mac- 
ranthus Maxim, belonging to the genus Leonurus. and Perilla frutescens Britton var. iaoonica Hara and Perilla 
frutescens Britton var. dtriodora Ohwi belonging to the genus Perilla. as an active ingredient, in an amount enough 
to accelerate the production of hyaluronic acid in a cell or tissue of a mammal, and oosmetically or pharmaceutlcally 
acceptable earners, diluents or auxiliaries. 

10 

11. The composition according to claim 10 wherein the mammal is a human. 
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